In the first stage treatment of NSCLC, it is controversial which treatment combination should be preferred and advantage of one combination over the other could not be shown. The purpose of this study is to compare gemcitabine-cisplatin combination and taxan-cisplatin combination in phase 4 NSCLC with, in terms of efficacy, cost and toxicity. Patients whose diagnoses were phase 4 NSCLC in, Department of Medical Oncology between 2008-2011 have been collected. All diagnosis were confirmed histopathologically and radiologically shown to be metastatic. When two regimens were evaluated together, median survival of the patients was determined as 10,6 (95% confidence interval 5,4-15,7) months. While survivel time was 8,1 months ( %95 confidence interval 5,1-11,27 ) for Gemzar-cisplatin regimen, it was 14 months (95% confidence interval 5,5-22,5) in taxan-cisplatin regimen. But when the difference between survival times was evaluated with long rank test, statistically significant difference was not determined. We argue that, while choosing the combination thrapy in the first stage therapy of phase 4 NSCLC, besides the performance status of the patient and possible side effects, cost of the therapy should also be taken into consideration.
Introduction
In spite of a number of prevention studies, lung cancer continues to be the most frequently encountered cancer worldwide (1) . Treatment of the patients with lung cancer depends on the cell type, tomor stage, molecular characteristics of the tumor such as EGFR, ALK expressions and overall performance of the patient (2) .
In patients with phase 1-3 non-small cell lung cancer (NSCLC), curative surgery, radiotherapy and chemotherapy combination can be used. On the other hand, in stag4 patients, the purpose of the treatment is palliation. In the metastatic disease, anti-tumoral activities of cisplatin, gemcitabine and taxans (paclitaxel, docetaxel), when used as a single agent, have been demonstrated (3) (4) (5) (6) .
Combination of these agents has superior effects over single agent therapies in metastatic NSCLC and taxan-cisplatin, gemcitabine-cisplatin are the frequentlyused combinations (7) (8) (9) (10) . On the other hand, which combination should be choosen in the first step treatment of metastatic NSCLC.t is still debatable. There are conflicting data on this subject, it was not possible to show priority of the combinations over each other (11) .
The purpose of this study is to compare gemcitabine-cisplatin combination and taxan-cisplatin combination in phase 4 NSCLC in terms of efficacy, cost and toxicity.
MATERIAL and METHODS

Patient Group
Patients whose were diagnosed phase 4 logically and radiologically shown to be metastatic. The patients with a performance score of ECOG 0-2, objectively measurable disease, sufficient bone marrow reserve and normal hepatic and renal functions have been involved in the study. Patients files have been retrospectively analysed and the information about the phase of the disease and treatments received have been obtained. Chemotherapy combination protocols administration every 21 days of the combination (consisted of Gemcitabine 1000 mg/m2 D1-8, Docetaxel 75 mg/m2 D1, Paclitaxel 175 mg/m2 D1 with cisplatin 75 mg/m2 D1) have been administered to the patients at least for one cycle. Body surface area was calculated with DuBois formula (BSA: (Weight 0,425 x Height 0,725 )x0,007184). Those patients with 3 or higher ECOG score and those whose treatments have been initiated at a different medical center and continued in our clinic have been excluded from the study.
Statistical Analysis
Statistical analysis was performed with SPSS 15.0 software. Distribution of variables was analyzed by visual and analytical methods (Kolmogorov-Smirnov). Since two chemotherapy regimens, age, gender and the laboratory values at the beginning of chemotherapy were not demonstrating normal distribution, they were compared with Mann-Whitney U test. Effects on survival of the chemotherapy between different combinations have been examined with logrank test. Survival rates have been calculated using Kaplan Meier survival analysis. The results with P value of less than 0,05 were evaluated as statistically significant.
RESULTS
Sixty patients were identified as eligible. There were 17 (28.3%) female and 43(71.7%) male . Median age of the patients were 58.5±11.3. Between two therapy regimens, no significant difference was found in terms of the initial laboratory values, age and gender distribution.
Most frequent application symptoms of patients were determined as cough (81.7%) and weight loss (51.7%). Most frequent site of metastasis was bone (40%). Other sites were pleura with malignant pleural effusion within 14 patients (23.3%) and liver within 6 patients (11.7%). No differences were determined between chemotherapy regimens in terms of metastasis site. (p:0.628) While most frequently encountered histological type was adenocarcinoma within 32 patients (53.3%), squamous cell carcinoma was determined as having the second highest frequency within 24 patients (40%)
Side effects between therapy regimens were also studied. While nausea and vomiting were determined as the most frequent side effect in gemcitabine regimen, hematological toxicity was determined in chemotherapies with taxan (Table 1 ). In spite of the gemcitabine regimen, there was no hospitalization because of febrile neutropenia, 3 patients who received docetaxel and one patient who received paclitaxel were hospitalized because of febrile neutropenia.
When two regimens were evaluated together, median survival of the patients was determined as 10.6 (95% confidence interval 5.4-15.7) months. While survivel time was 8.1 months ( %95 confidence interval 5.1-11.27) for Gemzar-cisplatin regimen, it (Figure 1) 
DISCUSSION
Our study revealed no significant difference in median survival between the regimen with gemcitabine and the regimen with taxan. Significant results were determined only with the side effects. When the combinations with taxan were evaluated in means of cost, the cost of paclitaxel combination was lower than other two combinations.
Schiller et.al. have studied the efficiencies of using the combination of cisplatine with gemcitabine, paclitaxel and docetaxel and the carboplatin paclitaxel combination on local advanced phase and metastatic patients in their ECOG 1594 study. In this study, where median survival was determined as 7.9 months, no difference with respect to survival durations was determined among four chemotherapy regimens. In our study, median survival was determined as 10.6 months (11).
In a study where paclitaxel-carboplatin, gemcitabine-cisplatin, vinorelbin-cisplatin are compared, median survivals have been determined as 9.9, 9.8 and 9.5 months respectively. Among treatment regimens, no difference in terms of median survival, response rates have been determined. It was demonstrated that side effects were mostly seen in vinorelbine cisplatin regimen, which is the standard regimen, and that the average number of chemotherapy cycle given was less than others (12) .
In a study conducted with Japanese patients, efficacy of irinotecan Cisplatin-irinotecan, Carboplatinpaclitaxel, Cisplatin-gemcitabine, Cisplatin -vinorelbine on phase 3b and phase 4 patients has been investigated. No difference in terms of median survival and response rate have been determined between therapy regimens. Median survivals similar to our study have been determined 13.9, 12.3, 14.0 and 11.4 months respectively (13) . Efficacy of taxans depend on the ethnic groups. For example, CYP3A gene polymorphism can change docetaxel pharmacokinetics. Goh et.al. have demonstrated in their study that CYP3A activity is lower in Asia-based people (14) . These personal and ethnical differences may be the reason for differences in therapy responses and toxicity.
In EORTC 08975 study, gemcitabine-cisplatin, paclitaxel-cisplatin and gemcitabine-paclitaxel regimens have been compared. While significant difference between median survivals was not found, it was determined that the cost of gemcitabine-paclitaxel combination was higher (15) . Similar studies have compared the combination of gemcitabine with carboplatin and paclitaxel with paclitaxel carboplatin combination and no difference with respect to median survival has been determined (16) (17) (18) (19) .
Current therapy decision in NSCLC is relied on histological subtypes of tumor, precense of molecular markers such as EGFR mutation and ALK fusion oncogene on tumor tissue. If molecular markers are negative, cytotoxic chemotherapy combinations are used in first stage therapy (20). Consistent with the literature, it was demonstrated in our study that the chemotherapy combinations containing cisplatin based taxan or gemcitabine were not different in terms of median survivals. For this reason, we argue that, while choosing the combination thrapy in the first stage therapy of phase 4 NSCLC, besides the performance status of the patient and possible side effects, cost of the therapy should also be taken into consideration. 
